SO r A Nontransgcntc Apoeo.o 

VLOL-«paE3*0 
■ TC-«2 

a TQ»Cfi 




30 



Si 

2 20 



13 16 19 22 25 28 31 34 37 40 
50 rQ E3hlgh/mE0 
40 



140 

120 
100 

60 

60 

40 

20 F 



r-Q LDLRO 



ApoC3*0 

VLDL-«poE3^) 
■ TC-259 
uTG»«7 



13 16 19 22 25 28 31 34 37 40 
SQrQ E3low/mE0 
40 - 



ApoE3=15 
VL0l-tfK)E3.1 
«TC=6S 

oTG=S7 



13 16 19 22 25 28 31 34 37 40 
)r£ E3hlgh/mE0/LDLR1 

ApoE3«46 
VLDL-«poE3-11 
■ TC*149 
qTG*368 




3 16 19 22 25 28 31 34 37 40 
r C E3high/mE0/LDLR0 

9 ApoE3=56 

VLDL-apoE3=18 
■ TC=292 
□ TG«543 




13 16 19 22 25 28 31 34 37 40 



13 16 19 22 25 28 31 34 37 40 



FIG. 1 




FIG. 2 



■ Montfanig»nlc,VLDL 

□ E3lowAnE0 VUDL 
D E3hlgh/mE0 VLDL 

0 E3hlgh/m£(VLDLni VLDL 

□ E3hlflh/m£(VLDLR0 VLOL 




LPL 



O ApoE3 



\ 4 6 8 10 12 14 16 18 

ApoE Concentration (ng) 



■ Nontranagentc VLOL 
m E3hlgWmE0 VLDL 
□ E3hlgh/mEG/LDLRG VLOL 
T ~ 




ApoCil Concentration (ng) 



FIG. 3 



• 



so r A Control Plasma 

ApoE=4 

VLDL-apoE«0-4 40 



■TC*198 

aTG=89 30 




so r D Control Plasma + VLDL 

(Prelipolysis) 

■ TC=228 
oTG=189 




131619H 25 28 31 34 37 40 13 16 19 22 25 28 31 34 37 40 



c 50 rBtype IV Plasma 




(Prelipolysis) 

ApoE=8 40 
VLDL-apoE=2 
■ TC=196 30 
□ TG=226 



50 r E Control Plasma + VLDL 

(Postllpolysls) 

■ TC=228 
□ TG=107 




1TV6 19 22 'i'MMM \ if 40 13 16 19 22 25 28 31 34 37 40 



50 r C Type IV Plasma 

(Postllpolysls) 



50 r F Control + VLDL + ApoE3 
(Postllpolysls) 

■ TC=228 
□ TG=149 




73 16 19 22 »"i"aVM W 40 13 16 19 22 25 28 31 34 37 40 

Fraction 



FIG. 4 



Table I 

Lipid and apoE levels in plasma and VLDL from different lines of mice • 
Mice were in a mixed genetic background (C57BL6/ICR) and analyzed at 2-4 months of age. TC, total cholesterol; TG, triglycerides; E3, human 
apoE3; m£ f mouse apoE; LDLR, LDL receptor; raEO, homozygous mouse apoE knockout; LDLR1, heterozygous LDL receptor knockout; LDLRO, 
homozygous LDL receptor knockout. 
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Table II . 
Values arc mcane of duplicate oxpenmcnta. 



OU lines 



McA-RH7777 

McA-Neo 

McA-apoE2~l 

McA-apoE2~2 

McA-apoE2~3 

McA-apoE3-l 

McA-apoE3~2 

McA-apoE3-3 

McA-apoE4-l 

McA-apoE4-2 

McA-apoE4-3 



ApoE in medium 



H 



Mouse 

"a poE apoE _ 

ng/rng cell protein fh 
0 353 



0 

309 
1210 
2200 

338 
1237 
2436 

318 
1153 
2192 



368 
321 
332 
364 
327 
339 
345 
368 
347 
355 



VLDL triglyceride 
secretion 

Without With 
hepariaaae heponnaae 



dpm Img cell 

5273 
5451 
5193 
3277 
2103 
1958 
1640 

818 
2878 
2491 

832 



protein 1 4 h 
5604 
5719 
6682 
8828 
11576 
6223 
7815 
9896 
6540 
8224 
10924 



FIG. 6 



Tajjle III 

Lipid and apoE levels in plasma and VLDL from normal or type IV hyperlipidemic human subjatts 
VLDL cholesterol and triglyceride and HDL cholesterol were calculated from the Superpose 6 chromatography profiles of plasma lipoproteins by 
summing the individual fractions (Fig. 4, A and B). FFA, free fatty acids; TC, total cholesterol; TG, triglycerides. 
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II. Effects of apolipoproteins on 
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* Purified human apoE3 was added to control human plasma at a final concentration of 14 mg/dl. After incubation at 37 °C for 20 min, VLDL 
were isolated and analyzed for apoE content and LPLrmediated lipolysis. 
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TABLE IV 

Plasma Lipid Levels ofApoE3 Transgenic Rabbits 

i ri it R 11 months of age. TC, total cholesterol; TG, triglyceride. 
Rabbits were analyzed at 8-1 1 montns 01 age. 
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